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General experimental information
Supplementary Table 1. Lower limits of siRNA quantification in mouse plasma and tissues with Attoprobe and SL-RT qPCR assays.
Biol. Matrix
Atto-Probe SL-RT-qPCR Table 3 . Two animals from each study group were sacrificed at desired time points to harvest plasma, liver and kidney samples for analysis. Mice were perfused with saline following blood collection and prior to organ harvest.
Mouse
All samples were analyzed by an HPLC-based Atto-probe assay using fluorescent probes for detection of antisense strand. The lower limit of quantification (LLOQ) for plasma and liver were 8 ng/mL and 80 ng/g respectively. The concentration of the conjugates in plasma samples were detected by annealing at 95°C a fluorescent RNA probe (Atto-probe) complementary to the antisense strand of the siAT-1 and siAT-2.
The samples were then quickly cooled to 20ºC in the presence of a complementary anti-probe, which anneals to the sense strand and analyzed by ion exchange (IEX) HPLC with fluorescence detection, as described below. The gradient allows for separation of the Atto-probe: Antisense duplex from the antiprobe containing duplexes. The anti-probe containing duplexes elute during the wash portion of the HPLC gradient. The intensity of the fluorescent signal of the Atto-probe: Antisense duplex was measured against a calibration curve generated in the same matrix to determine the concentration of the antisense strand in a samples. The fluorescence intensity was directly proportional to the amount of conjugate present in the calibration standards and study samples. The standard curve range was from 8 to 1000 ng/mL duplex for the plasma. Tissue samples and blank tissues were ground to powders, and powders were digested in a Proteinase K lysis buffer at 50 or 100 mg/mL. PBS or a portion of the blank matrix was spiked with siAT-2 to generate the standard curves and QC samples. 
